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ABOUT THE PRESIDENTIAL COMMISSION FOR
THE STUDY OF BIOETHICAL ISSUES

The Presidential Commission for the Study of Bioethical Issues (the Commission)
is an advisory panel of the nation’s leaders in medicine, science, ethics, religion,
law, and engineering. The Commission advises the President on bioethical issues
arising from advances in biomedicine and related areas of science and technology.
The Commission seeks to identify and promote policies and practices that
ensure scientific research, health care delivery, and technological innovation are
conducted in a socially and ethically responsible manner.

For more information about the Commission, please see http://www.bioethics.gov.
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PRESIDENTIAL COMMISSION FOR THE STUDY OF BIOETHICAL ISSUES

President Barack Obama

The White House

1600 Pennsylvania Avenue, NW
Washington, DC 20500

Dear Mr. President:

On behalf of the Presidential Commission for the Study of Bioethical Issues, we present to you
this report, “Moral Science: Protecting Participants in Human Subjects Research.”

In response to your request of November 24, 2010, the Commission oversaw a thorough review
of current regulations and international standards to assess whether they adequately protect human
participants in federally funded research, no matter where it occurs.

The Commission held four multi-day, public meetings. Speakers addressed a range of U.S. and
international policies and norms, and provided perspectives from a wide array of professional
and institutional organizations. At your request, we sought the advice of international experts and
appointed the International Research Panel, a subcommittee of the Commission. Finally, the
Commission solicited information from the public and it received over three hundred comments.

The Commission concludes that current regulations, which apply to a diverse and wide-ranging
portfolio of research, generally appear to protect people from avoidable harm or unethical treatment.
However, because of the currently limited ability of some governmental agencies to identify basic
information about all of their human subjects research, the Commission cannot say that all federally
funded research provides optimal protections against avoidable harms and unethical treatment.

Many of our most important advances derive from research that involves human participants.

It is essential, therefore, that critical research of this sort adheres to the highest ethical practices to
ensure, as best as possible, that those who volunteer to participate in studies for the benefit of others
are protected. Thus, the Commission offers 14 recommendations to improve the current system.

The Commission Members are honored by the trust you have placed in us and we are grateful
for the opportunity to serve you and the nation in this way.

Sincerely,
Amy Gutmann, Ph.D. James Wagner, Ph.D.
Chair Vice-Chair

1425 NEw York AvENUE, NW, Surte C-100, WasuingTon, DC 20005
PHONE 202-233-3960 Fax 202-233-3990 WWW.BIOETHICS.GOV
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Human research serves to ensure the safety of new medicines, establish
tolerable exposure levels for environmental and workplace hazards,
and determine the effectiveness of new interventions in public health, educa-
tion, and countless other fields. Without volunteers, these studies would be
impossible to conduct. Recognizing society’s responsibility to protect human
subjects of research from avoidable harm and unethical treatment, President
Barack Obama asked the Presidential Commission for the Study of Bioethical
Issues (the Commission) to conduct a thorough review of current regulations
and international standards to assess whether they adequately protect human
subjects in federally supported scientific studies, no matter where they occur.

The Commission’s review confirmed that the federal government supports
a diverse and wide-ranging portfolio of research, which includes activities
funded directly, or by award or sub-award, throughout the world. Support
for medical and public health research predominates, but the federal govern-
ment also supports a large volume of human subjects research in other fields,
including social and behavioral sciences and education.

Sound scientific experimentation is rooted in uncertainty and volunteers
cannot be immunized from all physical or psychological risks. However, in
order for research with human beings to be ethical, human subjects must
be volunteers who give their informed consent, who are treated fairly and
respectfully, who are subjected only to reasonable risks from which propor-
tionate humanitarian benefit can be obtained, and who are not treated as
mere means to the ends of others. (Some carefully specified and regulated
exceptions to informed consent are based on the incapacity of some subjects
or the very low risk of the experiments, provided that all the other condi-
tions—including fair and respectful treatment—hold.)!

In the absence of these ethical constraints, tragic results may follow.
Many prior abuses of human subjects are now carefully documented, and
some informed the development of today’s federal human subjects protec-
tion system. Eighteen federal departments and agencies require adherence
to a uniform regulatory floor for human subjects research, known as the
“Common Rule,” which generally requires informed consent, independent
ethical review, and the minimization of avoidable risks. These standards apply
to all research funded by these departments and agencies, regardless of where
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it occurs. The Food and Drug Administration applies essentially the same
standards to all research conducted in support of seeking U.S. marketing
approval for drugs, devices, and biologics; regardless of the source of funding.

These rules reflect widely accepted principles of ethics. These principles are
rooted in longstanding values that find expression in many sources of moral
philosophy; theological traditions; and codes, regulations, and rules. They are
the bulwark of ethically sound science, or “moral science,” as the Commission
terms it. Each generation may re-examine how these principles are contextu-
ally applied and understood. And, their application or implementation may
vary depending on the level of risk that a subject faces. Medical research that
poses risk of physical injury rightly raises more concerns than does routine
social survey research, for example. Nonetheless, the same ethical principles
govern all of these activities, and serve as enduring guideposts that must not

be ignored.

The public has a right to expect researchers to abide by rules that satisfy
these principles. Researchers themselves benefit from public confidence when
they conform to these rules; and with public esteem they earn the ability to
conduct potentially important research with public support. Without such
earned confidence, research participation may be threatened and critical
research jeopardized. More than these measurable effects, society risks irre-
trievably losing sight of what is inherently owed to fellow human beings and
those who deserve special protection by virtue of their willingness to partic-
ipate in experiments designed to benefit others and advance scientific and
social progress.

From time to time society revisits the rules applied to research with human
subjects and the implementation of guiding ethical principles. The need for
reassessment may arise from challenges presented by novel scientific advances,
a perceived mismatch between ethical principles and their implementation, or
revelations of abuse. When President Obama charged the Commission with
undertaking this review of contemporary human subjects protection stan-
dards, he recognized the sacred trust and responsibility that we as a society
have to ensure that human research subjects are protected from harm and
unethical treatment.” The immediate catalyst to action came from newly
discovered evidence of unethical activities by U.S. scientists in Guatemala
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in the late 1940s. The Commission’s findings and ethical assessment of those
events, documented in its report “Ethically Impossible” STD Research in Guate-
mala 1946 ro 1948, illustrate how the quest for scientific knowledge without
regard to relevant ethical standards can blind researchers to the humanity of
the people they enlist into research.’

For this review, the first of its kind by a national bioethics commission in
a decade, the President asked the Commission to complete its work in nine
months. Recognizing the increasing involvement of foreign sites and partners
in human subjects research, the Commission organized a panel of interna-
tional experts, the International Research Panel (the Panel), consisting of
experts in bioethics and biomedical research from 10 countries: Argentina,
Belgium, Brazil, China, Egypt, Guatemala, India, Russia, Uganda, and the
United States.* The Panel, led by Commission Chair Amy Gutmann, held
three day-long meetings to discuss research standards and practices around
the globe. In their discussions, Panel members drew upon their individual
expertise and decades of experience conducting research and developing
policy to protect human subjects.

In attempting to assess the current depth and breadth of the federally funded
human research enterprise, the Commission quickly learned there is no ready
source that comprehensively describes its basic characteristics, such as level
of funding, or number of studies, subjects, or geographic locations. Instead,
what exists are isolated pockets of information and some descriptive summa-
ries. To better understand, and enable the public to know the scope and
volume of “scientific studies supported by, the Federal Government,” the
Commission therefore asked each Common Rule agency to provide limited,
project-specific information on human subjects research supported in Fiscal
Year 2010, and to identify trends, if possible, the same information back
through Fiscal Year 20006.

The Commission collected basic, project-level data about human subjects
research, including study title, number and location of sites, number of
subjects, and funding information. These data were compiled into the
Commission’s “Research Project Database,” and analyzed as part of its
Human Subjects Research Landscape Project (see further discussion below
and Appendices I and II). Among other things, the Commission learned that
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the federal government supported more than 55,000 human subjects research
projects around the globe in Fiscal Year 2010, mostly in medical and health-
related research, but also in other fields such as education and engineering,.
The Commission also learned that many federal departments and agencies
have no ready means to identify basic information about the research they
support (e.g., location of study sites) or link funding information with study-
level data.

The Commission convened an Empirical Advisory Group, comprised of
experts in bioethics, statistics, clinical trial management, and qualitative
research, to assist in analysis and interpretation of the Human Subjects
Research Landscape Project and suggest future empirical work that could be
conducted to evaluate the current human subjects protection system.

In sum, the Commission concludes that current regulations generally appear
to protect people from avoidable harm or unethical treatment, insofar as is
feasible given limited resources,” no matter where U.S.-supported research
occurs. This conclusion is fully consistent with, and also qualified by, the
large yet incomplete set of information made available to the Commission in
the time available to carry out its charge. Specifically, the Commission found:

The current U.S. system provides substantial protections for the health,
rights, and welfare of research subjects and, in general, serves to “protect
people from harm or unethical treatment” when they volunteer to partici-
pate as subjects in scientific studies supported by the federal government.
However, because of the currently limited ability of some governmental
agencies to identify basic information about all of their human subjects
research, the Commission cannot conclude that all federally funded
research provides optimal protections against avoidable harms and uneth-
ical treatment. The Commission finds significant room for improvement
in several areas where, for example, immediate changes can be made to
increase accountability and thereby reduce the likelihood of harm or
unethical treatment.

In reaching this conclusion, the Commission believes that the ethical prin-
ciples for human subjects research should not—indeed must not—vary
depending on the source of funding or location of the research.® While the
specific methods of implementing the ethical principles of human subjects
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research are likely to differ, the principles should not. Ethical principles
provide the foundation for the rules and regulations that govern human
subjects research as well as lay the groundwork upon which everyone who
conducts human subjects research must stand.

There is no way to eradicate all risk of harm, particularly in some types of
medical and translational research, but the Commission found several
important areas where improvement or refinement of the current system
is both possible and desirable. It offers guidance and reflection in eight
specific areas, all ripe for action or advancement now. Chief among these,
the Commission finds that accountability can and should be refined through
improving access to basic information about the scope and volume of human
subjects research funded by the government. It also draws a bright line
affirming the view of most bioethicists and others, including the majority of
nations supporting human subjects research around the globe, that human
subjects should not individually bear the costs of care required to treat
harms resulting directly from that research. The Commission also calls on
the federal government to respect the equivalent protections offered by inter-
national partners and exercise its longstanding authority to recognize these
protections when available.

The Commission’s review of the current system comes while the government is
already considering systematic reform through revision of the Common Rule.
Some of the proposed reforms offer useful means to improve upon current
practices. Although the Commission was not asked to undertake a compre-
hensive assessment of the proposed reforms, it did examine the published
ideas and offers several overarching comments to further these reform goals.

Improving Accountability

Science requires substantial societal investment, putting it in competition
with other important activities that also contribute to the public good. The
public therefore has the right to accountability in the use and management
of resources allocated to the pursuit of scientific knowledge for the common
good. The need for accountability is all the more heightened when publicly
funded research also depends on the participation of human subjects. In
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carrying out President Obama’s charge to assess the degree to which current
federally funded research protects human subjects from harm or unethical
treatment, the Commission encountered a significant challenge in ascer-
taining federal investment in human subjects research. Internal department or
agency-specific systems to track human subjects research are generally avail-
able, although they vary widely in the basic information they maintain and
differ considerably in the information they can readily retrieve or make avail-
able publicly or online. To accurately track and assess the volume and scope
of human subjects research and to determine whether protections are in place,
there must be better data and more ready availability of information.

Recommendation 1: Improve Accountability through Public Access

To enhance public access to basic information about federal government-
funded human subjects research, each department or agency that supports
human subjects research should make publicly available a core set of data
elements for their research programs—title, investigator, location, and
funding—through their own systems or a trans-agency system. The Office
for Human Research Protections or another designated central organizing
agency should support and administer a central web-based portal linking to
each departmental or agency system. This should not preclude the prospec-
tive development of a unified federal database that may ultimately be more
cost-effective and efficient.

The Commission also encourages additional research into the effectiveness
of human subjects protection standards to obtain empirical data through
which to assess such protections. Such data could, for example, illuminate
issues pertinent to research site selection or assist in promoting the effec-
tiveness of community engagement—both topics the Commission believes
could use improvement.

Recommendation 2: Improve Accountability through Expanded Research

To evaluate the effectiveness of procedural standards embedded in current
human subjects protection regulations, the federal government should
support the development of systematic approaches to assess the effective-
ness of human subjects protections and should expand support for research
related to ethical and social consideration of human subjects protection.
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Treating and Compensating for Research-Related Injury

Those who sponsor or engage in human subjects research have an ethical obli-
gation to protect those who volunteer as research subjects. Almost all other
developed nations have instituted policies to require treatment, or compensa-
tion for treatment, for injuries suffered by research subjects. The Panel advised
the Commission to recommend that the United States establish a system to
assure compensation for the medical care of human subjects harmed in the
course of biomedical research. However, the Commission believes that before
altering the current approach to compensation for injuries sustained during
federally funded research, the nature and scope of harms that remain unad-
dressed must be assessed.

Recommendation 3: Treating and Compensating for Research-Related Injury

Because subjects harmed in the course of human research should not indi-
vidually bear the costs of care required to treat harms resulting directly
from that research, the federal government, through the Office of Science
and Technology Policy or the Department of Health and Human Services,
should move expeditiously to study the issue of research-related injuries
to determine if there is a need for a national system of compensation or
treatment for research-related injuries. If so, the Department of Health
and Human Services, as the primary funder of biomedical research, should
conduct a pilot study to evaluate possible program mechanisms.

The Commission stresses that it is important to recognize the limits of
current models for providing compensation, like the National Vaccine Injury
Compensation program, and also the various means by which the govern-
ment may satisfy the ethical obligation to compensate individuals who suffer
research-related injuries in a federally funded study. While there are systems
already in place for some government research, the Commission recom-
mends a study to evaluate future options and outlines many questions to be
considered. It also recognizes that several national bodies have made similar
recommendations in the past. Given the seriousness of the ethical concern,
and these past efforts, the Commission encourages the government to follow
up publicly with its response.
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Recommendation 4: Treating and Compensating for Research-Related
Injury Follow Up

The Commission recognizes that previous presidentially appointed bioethics
commissions and other duly appointed advisory bodies have made similar
recommendations regarding compensation or treatment for research-related
injuries; yet no clear response by the federal government has been issued.
Therefore, the federal government, through the Office of Science and Tech-
nology Policy or the Department of Health and Human Services, should
publicly release reasons for changing or maintaining the status quo.

Creating a Culture of Responsibility: Human Research Protections as
Professional Standards

The Commission heard from a wide range of research professionals that the
procedural requirements of human subjects regulations are often viewed as
unwelcome bureaucratic obstacles to conducting research. The density of some
of these requirements can obscure their justification and routinized inter-
pretation can create distance between the underlying ethical principles and
how they are viewed and implemented by institutional review boards and the
research community. The Commission too recognizes that there is often a
fundamental distinction between ethical principles (and the personal respon-
sibilities that must be exercised to effect them), and procedural or policy
strategies to apply and implement these principles. While tension between
principles and procedures is, in some ways, perennial, the Commission
believes that specific steps can be taken now to deflect the tilt that some see
favoring process over principle. Two of these recommendations are directed to
government specifically, and a third more generally relates to education and
the duty to all engaged in the research enterprise.

Recommendation 5: Make the Ethical Underpinnings of Regulations
More Explicit

To promote a better understanding of the context and rationale for applicable
regulatory requirements, the Department of Health and Human Services or
the Office of Science and Technology Policy should ensure that the ethical
underpinnings of regulations are made explicit. This goal is also instrumental
to the current effort to enhance protections while reducing burden through
reform of the Common Rule and related Food and Drug Administration



MORAL SCIENCE Protecting Participants in Human Subjects Research

regulations. (See Promoting Current Federal Reform Efforts below.) Following
the principle of regulatory parsimony, regulatory provisions should be ratio-
nalized so that fundamental, core ethical standards are clearly articulated.

Recommendation 6: Amend the Common Rule to Address Investigator
Responsibilities

The Common Rule should be revised to include a section directly addressing
the responsibilities of investigators. Doing so would bring it into harmony
with the Food and Drug Administration regulations for clinical research
and international standards that make the obligations of individual
researchers more explicit, and contribute to building a stronger culture of
responsibility among investigators.

Recommendation 7: Expand Ethics Discourse and Education

To ensure the ethical design and conduct of human subjects research,
universities, professional societies, licensing bodies, and journals should
adopt more effective ways of integrating a lively understanding of personal
responsibility into professional research practice. Rigorous courses in
bioethics and human subjects research at the undergraduate as well as
graduate and professional levels should be developed and expanded to
include ongoing engagement and case reviews for investigators at all levels
of experience.

Respecting Equivalent Protections

Research supported by the federal government is subject to the same regu-
latory requirements domestically as well as internationally. Research
collaborators and partners in other countries who are funded or supported
by Common Rule agencies file an assurance that they will comply with these
requirements, regardless of overlapping or more protective standards that may
exist in the country where the research is conducted. At the same time, U.S.
regulations governing the protection of human research subjects delineated
in the Common Rule have long permitted U.S. departments and agencies
supporting or conducting research to recognize and accept procedures from
foreign countries that may differ from those delineated in U.S. regulations
as long as they provide “protections that are at least equivalent” to those in
the Common Rule. Yet U.S. departments and agencies have rarely, if ever,
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exercised the authority to accept any foreign country’s procedures as equiv-
alent. Instead they sometimes insist that all U.S. procedural details must
be met, in all cases, regardless of the effectiveness or similarity of foreign
requirements. This insistence on both the spirit and letter of U.S. regula-
tory constraint fails to recognize or respect that many nations today have
systems to protect human subjects that are as good, or perhaps more stringent,
than our own. Despite numerous efforts to clarify or resolve the meaning
and interpretation of “equivalent protections,” no comprehensive policy has
emerged for determining when equivalent protections exist.

Recommendation 8: Respect Equivalent Protections

The federal government, through the Office for Human Research Protections,
should adopt or revise the 2003 Health and Human Services Equivalent
Protections Working Group’s articulation of the protections afforded by
the specific procedural requirements of the Common Rule. It should use
these requirements to develop a process for evaluating requests from foreign
governments and other non-U.S. institutions to determine if their laws,
regulations, and procedures can be recognized as providing equivalent
protections to research subjects.

Promoting Community Engagement

The Panel directed the Commission’s attention to the value of community
engagement and demonstration of respect for cultural differences that are
compatible with the ethical conduct of human subjects research. These values
are applicable to research conducted both domestically and abroad. Effec-
tive community engagement provides an additional layer of safeguards by
providing the community with opportunities to thoroughly weigh and accept
or reject the risks and benefits of research activities, discover possible impli-
cations of research that might have unintended consequences to the host
community, and independently debate the effectiveness of research protec-
tions. Interactive and ongoing dialogue between communities and research
teams allows for the integration of community norms, beliefs, customs, and
cultural sensitivities into research activities. The guidelines enumerated in
the Joint United Nations Programme on HIV/AIDS and the AVAC Good
Participatory Practice Guidelines, for example, provide a standardized frame-
work for implementing community engagement activities across a wide range
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of research. The Commission believes these, and related documents, should be
evaluated and guidance provided by the government on effective community
engagement strategies for all human subjects research.

Recommendation 9: Promote Community Engagement

The federal government, through the Office for Human Research Protections
and authorized research funders, should support further evaluation and
specification of the Joint United Nations Programme on HIV/AIDS and
the AVAC Good Participatory Practice Guidelines with the aim of providing
a standardized framework for those community engagement practices that
would further the protection and ethical treatment of human subjects in all
areas of research. Research should be conducted to prospectively evaluate
the effectiveness of this framework and strengthen it after it is developed.

Justifying Site Selection

Careful selection of sites for research is important for two sets of reasons.
First, the ethical criteria for how subjects must be treated narrows the selec-
tion of sites to those that allow for the ethical treatment of subjects. Second,
as the Belmont Report states, “selection of research subjects needs to be scru-
tinized in order to determine whether some classes are being systematically
selected because of their easy availability, their compromised position, or their
manipulability, rather than for reasons directly related to the problem being
studied.” Thus, careful examination of site selection is extremely important
and critical to ensuring that research is done ethically and participants are
protected from harm or unethical treatment. Some domestic and interna-
tional settings present challenges that increase concern about exploitation
of human subjects. One proposed strategy for minimizing the potential of
exploitation when research is done in low-income communities—whether
domestic or international—is to ensure that the proposed study is responsive
to the medical, as well as other, needs of the local community or communi-
ties. The ethical requirement of responsiveness to local communities needs to
be further developed and implemented for responsiveness to become a clearly
justified criterion for site selection.
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Recommendation 10: Ensure Capacity to Protect Human Subjects

Funders of research should determine that researchers and the sites that
they propose to select for their research have the capacity—or can achieve
the capacity contemporaneously with the conduct of the research—to
support protection of all human subjects.

Recommendation 11: Evaluate Responsiveness to Local Needs as a Condition
for Ethical Site Selection

The federal government, through the Office for Human Research
Protections and federal funding agencies, should develop and evaluate
justifications and operational criteria for ethical site selection, taking into
consideration the extent to which site selection can and should respond to
the needs of a broader community or communities. The Office for Human
Research Protections should produce, and other agencies should consider
developing, guidance for investigators.

Ensuring Ethical Study Design

Study design, particularly in clinical research, is another area where concerns
about exploitation have arisen in the past. The Commission reviewed issues
surrounding use of placebo and other comparator arms in randomized clinical
trials conducted in locations that do not have access to the highest standard
of care. It found consensus around a “middle ground” to guide researchers
designing clinical trials that expose subjects to interventions or conditions
that may not be viewed as the best available standard of care but nonethe-
less provide potential for benefit to the local population. The Commission’s
proposed framework, rooted in the thinking that has developed in the litera-
ture over several decades, provides a pathway to ensuring that research subjects’
interests are protected.

Recommendation 12: Ensure Ethical Study Design for Control Trials

When assessing how to reconcile the requirements of rigorous study design
with the interests of research subjects, a nuanced approach is recommended
that permits subjects to receive a placebo or an active agent that other-
wise might not represent the “best-proven” approach when the site selected
is ethically justifiable and the following conditions are met: a) the “best-
proven” intervention is not known to be the best for a particular population

13



MORAL SCIENCE Protecting Participants in Human Subjects Research

due to local infrastructural, behavioral, genetic, or other relevant circum-
stances; and b) the scientific rationale and the ethical justification for the
study design have undergone careful review to ensure all of the following:
i) use of placebo or other comparators is of limited duration; ii) subjects are
carefully monitored; iii) rescue measures are in place should serious symp-
toms develop; and iv) there are established withdrawal criteria in place for
subjects who experience adverse events.

Promoting Current Federal Reform Efforts

The Commission commends efforts already underway to reform federal policy
for the protection of human subjects and recommends that these efforts
be advanced. In particular, the Commission endorses the following proposals
presented in the Advance Notice of Public Rulemaking issued in July 2011
by the Office of the Secretary of the Department of Health and Human
Services (HHS) in coordination with the Office of Science and Technology
Policy (OSTP).

Recommendation 13: Promoting Current Federal Reform Efforts

The Commission supports the federal government’s proposed reforms to:

a) Restructure research oversight to appropriately calibrate the level and
intensity of the review activities with the level of risk to human subjects;

b) Eliminate continuing review for certain lower-risk studies and regularly
update the list of research categories that may undergo expedited review;

¢) Reduce unnecessary, duplicative, or redundant institutional review board
review in multi-site studies. Regardless of the process used to review and
approve studies, institutions should retain responsibility for ensuring that
human subjects are protected at their location as protection of human
subjects includes much more than institutional review board review.
The use of a single institutional review board of record should be made
the regulatory default unless institutions or investigators have sufficient
justification to act otherwise;

d) Make available standardized consent form templates with clear language
understandable to subjects;
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e) Harmonize the Common Rule and existing regulations of the Food and
Drug Administration, and require that all federal agencies conducting
human subjects research adopt human subjects regulations that are
consistent with the ethical requirements of the Common Rule; and

f) Work toward developing an interoperable or compatible data collection
system for adverse event reporting across the federal government.

Following Up

The Commission recognizes that several of these recommendations have
been made by presidentially appointed bioethics commissions and other
duly appointed government advisory bodies in the past, and it found no
clear response by the federal government to many of them. For example, a
number of commissions, including the National Commission for the Protec-
tion of Human Subjects of Biomedical and Behavioral Research, the National
Bioethics Advisory Commission, the Presidential Commission for the Study
of Ethical Problems in Medicine and Biomedical and Behavioral Research,
and the President’s Advisory Committee on Human Radiation Experiments,
made recommendations endorsing compensation for subjects for injuries
arising from research.” Both National Bioethics Advisory Commission and
Advisory Committee on Human Radiation Experiments recommended recog-
nition of equivalent protections.® In addition, National Bioethics Advisory
Commission addressed many of the same issues raised in the recommenda-
tions in this report, such as community engagement, ethics training, and
the importance of an expanded research agenda addressing human research-
related issues.’

Recommendation 14: Responding to Recommendations

The Commission recommends that the Office of Science and Technology
Policy or another appropriate entity or entities within the government
respond with changes to the status quo or, if no changes are proposed,
reasons for maintaining the status quo with regard to the recommenda-
tions below. Possible departments or agencies to lead the efforts include
the Department of Health and Human Services, the Office for Human
Research Protections, and the National Institutes of Health, as well as other
funders and regulators.

15



MORAL SCIENCE Protecting Participants in Human Subjects Research

Table ES.1 Recommendation Follow-up Summary

RECOMMENDATION | SUMMARY
NUMBER?

1

14

Increase accountability through online access to basic
human subjects research data.

Support the development of systematic approaches to
assess the effectiveness of human subjects protections
and expand support for research related to ethical and
social consideration of human subjects protection.

Study research-related injuries to determine if there

is a need for a national system of compensation or
treatment for research-related injuries because subjects
harmed in the course of human research should not
individually bear the costs of care required to treat
harms resulting directly from that research.

Publicly release reasons for changing or maintaining
the status quo regarding compensation or treatment for
research-related injuries.

Explicate the ethical underpinnings for human subjects
protection requirements.

Add responsibilities of investigators to the Common Rule.

Adopt or revise the 2003 Department of Health and
Human Services Equivalent Protections Working
Group’s analysis and develop a process for evaluating
requests from foreign governments and other non-U.S.
institutions for determinations of equivalent protections.

Support further evaluation of the UNAIDS/AVAC
Guidelines to provide a standardized framework for
community engagement practices across research fields.

Support research to develop and evaluate justifications
and operational criteria for ethical site selection.
Develop proposed regulations to reform the current

Common Rule.

Follow up.

T Listed here are recommendations directed to the federal government only.

OHRP/all departments and
agencies that support human
subjects research

OHRP/all departments and

agencies that support human
subjects research

OSTP/HHS

OSTP/HHS

HHS/0STP

HHS/0STP
OHRP

OHRP

OHRP/all departments and
agencies that support human
subjects research

0STP/OHRP

0STP/other appropriate entity

A response need not be unduly lengthy or be provided by a single depart-

ment, agency, or division, but the public should know whether the federal

government intends to move forward, and if so in what way, with any or all of

these recommendations. (See Table ES.1 for a summary of recommendations

directed towards the federal government.)
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Introduction
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Research is not only important as a means of advancing knowledge; it is
also a core component of America’s growth and prosperity in human
health, energy, defense, education, and countless other components of daily
life. Social progress depends on new discoveries and new ways of thinking
about old problems. Yet, as the philosopher Hans Jonas observed, “society
would indeed be threatened by the erosion of those moral values whose loss,
possibly caused by too ruthless a pursuit of scientific progress, would make its

most dazzling triumphs not worth having.”"

The relationship between scientific progress and morality is not a new concern
in the United States. Writing nearly 200 years before Jonas, and in the midst
of the hard work of building the new nation, Benjamin Franklin reflected
that “[t]he rapid progress rrue science now makes, occasions my regretting
sometimes that I was born so soon.” He continued:

“It is impossible to imagine the height to which may be carried, in
a thousand years, the power of man over matter . . . . Agriculture
may diminish its labor and double its produce; all diseases may by
sure means be prevented or cured, not excepting even that of old
age, and our lives lengthened at pleasure even beyond the ante-
diluvian standard. O that moral science were in as fair a way of
improvement, that men would cease to be wolves to one another,
and that human beings would at length learn what they now
improperly call humanicy!™"

Surely Franklin would not be wholly satisfied in how far our society or the
world has progressed in conquering “wolfish humanity,” and neither should
society. Yet Franklin and the other American founders believed that the
values of individual freedom of speech, conscience, and inquiry—along
with a dedication to pursuing the common good—held great promise for a
republic dedicated to progress in both science and morality, and that science
and morality inform one another by challenging dogmatism in either realm.
What Franklin called “moral science” is what we would today call “ethics.”
Franklin clearly intended that “moral science” (ethics) should inform empir-
ical science. Thus, using a contemporary play on Franklin’s phrase, one can
say that the challenge of “moral science” (i.e., pursuing science in a morally
justified manner) is one that every generation must take up again."”
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There is no more acute instance of this challenge than research involving
human subjects, upon which knowledge and discovery often depend. Human
research subjects, in most cases, must be informed volunteers who are willing
to allow their bodies or personal information to be used by researchers to
craft new hypotheses, infer plausible explanations and predictions, and test
theories." Pursuit of these goals sometimes offers no direct prospect of benefit
to the human research subject. Early stage translational research serves to
test physiological effects or biological functions of new drugs and medical
interventions but is not necessarily designed to benefit subjects. Sometimes
research subjects experience serious adverse health effects as a result of partici-
pation in trials.” Research in other fields, including housing, social work, and
criminology, typically poses fewer physical risks, but may pose substantial
social, psychological, and economic risks for human subjects. Such research
also aims to improve the lives of later generations without offering any direct
or measurable benefit to those who participate as research subjects.

Regardless of whether research offers the prospect of direct benefit to human
subjects, long-standing ethical principles constrain the unfettered pursuit of
knowledge. For research with human subjects to be ethical, volunteers must
be treated fairly and with respect, subjected only to reasonable risks from
which proportionate humanitarian benefit can be obtained, and not treated
as mere means to the ends of others. Experimentation is rooted in uncertainty,
and human subjects cannot be immunized from all physical risks. None-
theless, these stated boundaries dictate that anticipated and avoidable harms
must be eliminated, informed consent must be obtained in most cases, and
the burdens and benefits of research must be equitably shared.

From time to time, society has been reminded of the need to revisit the rules
applied to research with human subjects. The need for reassessment might
arise from challenges emerging from novel scientific advances or from a
perceived mismatch between ethical principles and how they are implemented
in practice. Revelations of abuses also have been a driving force in reconsid-
eration of the policies and procedures for protecting the subjects of research.

In the past few years, several factors have converged to compel a contemporary
review of human subjects protection policies and practices. The Presidential
Commission for the Study of Bioethical Issues (the Commission) initiated this

19



MORAL SCIENCE Protecting Participants in Human Subjects Research

review in response to a charge from President Obama to undertake “a thorough
review of [current] human subjects protection to determine if Federal regula-
tions and international standards adequately guard the health and well-being

of participants in scientific studies supported by the Federal Government.”'

This request came paired with the President’s charge to conduct an investi-
gation of new revelations about medical research supported by the United
States and conducted in Guatemala between 1946 and 1948. Some of that
research involved the deliberate exposure of people to sexually transmitted
diseases (STDs) without their consent. Subjects, including soldiers, prisoners,
psychiatric patients in a state-run institution, and commercial sex workers,
were exposed to syphilis, gonorrhea, and chancroid. Serology diagnostic
testing involved the previous four groups as well as children, U.S. Servicemen
stationed in Guatemala, and leprosarium patients. In October 2010, Presi-
dent Obama expressed “deep regret” to the President of Guatemala for this
research, and affirmed the federal government’s “unwavering commitment to
ensure that all human medical studies conducted today meet exacting” stan-
dards for the protection of human subjects.”

The results of the Commission’s investigation into the Guatemala experi-
ments were released in September 2011 in its report, “Ethically Impossible”
STD Research in Guatemala from 1946 ro 1948, the findings of which are
summarized below."® That report provided a historical account and ethical
assessment of the Guatemala experiments. It uncovered and contextualized as
much as could be known about experiments that took place nearly 65 years
ago. It also aimed to inform current and continuing efforts to protect the
rights and welfare of the subjects of U.S.-sponsored or -conducted research. In
“Ethically Impossible,” the Commission recognized that U.S. and international
policies and practices governing human subjects research have evolved in the
time since the Guatemala experiments from an informal set of principles,
based primarily on medical ethics and the doctor-patient relationship, to a
highly structured oversight system codified in regulation and statute.

However, the uncovering of the 1940s STD studies in Guatemala prompted
President Obama to ask whether such unethical research could be conducted
in today’s research environment using U.S. federal funds. When the President
asked the Commission to undertake this review of human subjects protection
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standards, he recognized, as do we all, the sacred trust and responsibility that
society has to ensure that human research subjects are protected from harm
and unethical treatment."”

The Need to Assess the Contemporary Environment

Since the 1940s, the research enterprise and the system of protection for
human subjects have continuously evolved. Abuses uncovered in the 1960s
and 1970s led to the development of the current U.S. regulations for the
protection of human subjects. These regulations combine with longstanding
professional norms and obligations to map the ethical boundaries for research
today. For federally funded research, the rules have remained largely
unchanged since at least 1991. For some agencies, the regulations are even
older. For example, explicit Department of Health and Human Services
(HHS; then the Department of Health, Education, and Welfare) policy
requirements began in 1953 with the opening of the National Institutes of
Health (NIH) Clinical Center (the agency’s internal research hospital).?® They
expanded with statutory requirements for informed consent in Food and
Drug Administration (FDA) regulated clinical trials and other HHS policy
requirements in the 1960s, and were further modified with the regulations for
government-sponsored medical research promulgated in 1972.*

The decades that have elapsed since the first
Regarding the changing
geography of clinical research,
“[w]e are seeing a massive shift

national bioethics commission began an
evaluation of U.S. human subjects protec-

in the conduct of research....
[W]hat we are seeing is a large
shift in economics and finance
occurring at a setting in which
the marketing of medical
products has become global

in every respect.”

Dr. Robert M. Califf, Vice Chancellor
for Clinical Research, Duke University
Professor of Medicine, Duke University
Medical Center, Director, Duke
Translational Medicine Institute,

speaking to the Commission on
March 1, 2011.

tions in 1974 have seen dramatic changes in
the research enterprise and further develop-
ment of our system for protecting human
subjects.” Research beyond public health and
medicine, in social science and related fields,
can involve thousands of research subjects
through increasingly accessible survey tools
and methodologies that expand experimental
rigor.”> Much like the globalization of busi-
ness and other sectors of our economy and
culture, research with human subjects is now
a global enterprise (see Figure 1.1).
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Colors indicate number of studies with locations in that region

Least

Labels give exact study count

Most

Figure 1.1: National Institutes of Health. Map of All Studies in ClinicalTrials.gov. (n.d.). Retrieved from
http://www.clinicaltrials.gov/ct2/search/map/click?map.x=322&map.y=305 (accessed December 5, 2011).

In the health sector, large-scale, multi-site, and multi-national clinical trials
and management by contract research organizations (third parties to whom
research sponsors outsource many of the administrative needs for research)
are just two markers of this increasingly decentralized enterprise. Biomed-

ical research is rapidly and inexorably
expanding internationally.* It increasingly
addresses diseases more prevalent in other,
sometimes developing, nations. Treat-
ment naive subjects (those not yet exposed
to myriad pharmaceutical interventions),
larger study populations, and the need to
perform research in certain countries for
both marketing and scientific purposes,
further explain decisions to locate research
in international settings.”” With the excep-
tion of the goals of product marketing,
these factors are relevant to both publicly
and privately funded research activities.
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“Looking at the change in global
clinical trials, | think many people
have rightly said that pendulum is
swinging from where the majority
of clinical trials were done in
North America and Western
Europe, to the point now where
they are being done all over, to
the point where they are going
to be done in other parts of the
world....”

Dr. Murray M. Lumpkin, Deputy
Commissioner for International Programs,

FDA, speaking to the Commission on
May18, 2011.
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Research Across Borders

Recognizing the increasing involvement of foreign sites and partners in
human subjects research, the Commission organized the International
Research Panel (Panel), consisting of experts in bioethics and biomedical
research hailing from 10 countries: Argentina, Belgium, Brazil, China,
Egypt, Guatemala, India, Russia, Uganda, and the United States.?® The Panel,
chaired by Commission Chair Amy Gutmann, met on three day-long occa-
sions to discuss research standards and practices around the globe. In their
discussions, Panel members drew upon their individual expertise and decades
of experience conducting research and developing policy to protect human
subjects.

The Panel presented its findings and recommendations, which focused on
biomedical research, to the Commission in its report, Research Across Borders:
Proceedings of the International Research Panel of the Presidential Commission
for the Study of Bioethical Issues.”” The Panel reached consensus on several
issues. The United States and many other nations, the members agreed, have
made significant progress in developing measures to protect human subjects
in research over the last 50 years. Still, the rules, standards, and practices
inside and outside the United States continue to vary greatly.?® The Commis-
sion’s research on international standards confirmed these findings.

The Panel concluded that researchers must demonstrate respect for human
subjects and their communities in all phases of study design and imple-
mentation, and wherever research occurs. Recognizing different cultural
standards and practices through community engagement that are compat-
ible with the ethical treatment of human subjects is an important way of
demonstrating respect across national boundaries, just as it is an important
way of demonstrating respect within a diverse society. The Panel also stressed
the importance of ongoing international dialogue between the United States
and international bodies. As many within the United States and international
partners have said before, the Panel agreed that U.S. and foreign investigators
would benefit from clarification of the U.S. regulatory exception for foreign
“protections that are at least equivalent to those” in the United States (“equiv-

alent protections” found at 45 C.F.R. § 46.101(h)), and how it can be applied.
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INTERNATIONAL COLLABORATION:

RV144 TRIAL

Working with the Thai Ministry of
Public Health (MOPH), U.S. and Thai
researchers tested an HIV vaccine
(RV144) that showed a 31.2%
efficacy rate in preventing HIV
transmission in a study sponsored
by the U.S. Army and primarily
funded by NIH.

The Panel considered this case
study in its proceedings and focused
its attention on the collaboration
between the two countries. Of note,
the vaccine developers guaranteed
from the outset that, if the vaccine
proved effective, Thailand would get
it at a discount, as well as rights to
manufacture it locally. In addition,
naming a Thai MOPH official as one
of the principal investigators in the
study assured the Thai government
that its interests would be honored.
Source: Presidential Commission for the
Study of Bioethical Issues. (September 2011).
Research Across Borders: Proceedings of

the International Research Panel of the
Presidential Commission for the Study of
Bioethical Issues, pp. 50-53. Washington,
DC: Presidential Commission for the Study

of Bioethical Issues; AVAC (2010). AVAC
Report 2010: Turning the Page, p. 25. AVAC.

Retrieved from http://www.avac.org/ht/a/
GetDocumentAction/i/28305.

The Panel proposed increased account-
ability by expanding access to public
information about research.?” “Greater
efforts are needed,” the Panel concluded,
“to enhance transparency, monitor
ongoing research, and hold researchers
and institutions responsible and account-
able for violations of applicable rules,
standards, and practices.” Specifically, the
Panel suggested that the government
require all greater than minimal risk
research to be registered and results
reported in a system such as Clinical-
Trials.gov (a federally sponsored on-line
registry of most clinical trials conducted
in or outside of the United States).*°

The Panel also highlighted one of the
widest disparities between the United
States and other nations—many other
countries provide greater protection for
human subjects by ensuring treatment
for research-related injuries or compen-
sation for the costs of research-related
treatment. The Panel noted that most
other developed countries require spon-
sors, investigators, or others engaged
in research to provide such treatment
or reimbursement free of charge to the

subject. The Commission’s research reached similar conclusions (see Appendix

IV). In light of these facts, and the strong ethical case for such protection, the

Panel recommended that the federal government explore whether revision of

its rules is needed to ensure compensation for the medical costs of research-

related injuries.”
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Finally, the Panel echoed a view voiced by many of the guest speakers and
individuals who provided written comments to the Commission. Reflecting
what might be called “process fatigue,” the group endorsed ongoing efforts
to harmonize and clarify existing rules to better protect human subjects over
creating new rules.*”

The Panel’s findings and recommendations gave the Commission impor-
tant insight into the practice of human subjects research internationally and
appreciation of the capacity of the current system to protect human subjects
from harm and unethical treatment domestically as well as internationally.
Furthermore, the Panel reinforced a conclusion the Commission reached in
its own research—namely, that the ethical principles constraining pursuit
of knowledge with human subjects apply regardless of where research takes

t.>® Procedural differences can, and sometimes should,

place or who funds i
affect the implementation of these principles, but the fundamental ethical
foundations and boundaries of ethically sound research apply to all domestic,

international, public, and private research.
Contemporaneous Reviews of the Human Subjects Protection System

Shortly after the Commission began its work in this area, the Office of the
Secretary of HHS, in coordination with the White House Office of Science
and Technology Policy (OSTP) issued an Advance Notice of Proposed Rule-
making, signaling the intent to consider comments on how to modernize
the U.S. regulations governing human subjects research to make them more
effective. This ANPRM, issued July 26, 2011, notes that the current HHS
regulations®* also signed onto by 17 other federal departments and agencies
(i.e. the Common Rule), were developed more than 20 years ago, “when
research was predominantly conducted at universities, colleges, and medical
institutions, and each study generally took place at only a single site.”*

In addition to changes over time in who is conducting research and where,
the ANPRM also notes other trends in an evolving research enterprise,
such as the expansion of health services research, research in the social and
behavioral sciences, and research involving databases, the Internet, biological
specimens, and genomics. The ANPRM sought comments on “how to better
protect human subjects who are involved in research, while facilitating valu-

able research and reducing burden, delay, and ambiguity for investigators.”*
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Thus, in undertaking its review in response to the President’s charge, the
Commission also considered aspects of the ANPRM for which it could make
an informed contribution and reviewed ongoing efforts to modernize and
clarity existing rules.

About this Report

President Obama gave the Commission nine months to thoroughly inves-
tigate the activities in Guatemala and, following the appointment of the
Panel in March 2011, nine months to complete this contemporary review.
The Commission held four multi-day, public meetings to address the Presi-
dent’s requests. Meeting speakers addressed a range of U.S. and international
policies, rules, regulations, and publicly enunciated principles, providing
perspectives from a wide array of professional and institutional organizations.
The Commission also participated in deliberative discussion with members
and the audience. It received more than 300 comments on this work.?”

In the course of its review, the Commission studied human subjects research
protections around the globe. A brief summary of some of those standards is
made readily available through the website of the Office for Human Research
Protections. The Commission also asked federal departments and agencies
for information about their policies and practices to protect human research
subjects.*® Department and agency liaisons provided extensive information
concerning relevant policies used during the planning, execution, and over-
sight of research. They also provided valuable practical insight into how each
department or agency supports and conducts research, as well as the efforts
they take to ensure that human subjects are protected.

The Commission’s deliberations took into account the work of numerous
preceding bodies. The 1995 Final Report of the Advisory Committee on Human
Radiation Experiments offered 18 detailed and thoughtful recommendations
regarding past abuses and remedies for participants injured in government-
sponsored scientific studies as well as empirically based ways to improve
protection for human subjects in current and future studies. These included
specific recommendations for ongoing debate through public fora.* Many of
these recommendations have since been implemented, and all of them raised
important considerations to guide the Commission in its work.
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In 2001, the National Bioethics Advisory Commission issued a comprehen-
sive report on the existing system to protect human research subjects that
included more than 30 specific recommendations; it also issued a report on
research in international settings with 28 recommendations.*’ In 2003, the
Institute of Medicine (IOM) issued Responsible Research: A Systems Approach
to Protecting Research Participants, with recommendations to extend the over-
sight system to all research, regardless of funding source or research setting.*!
Additional IOM recommendations focused on the duties and functions of
Institutional Review Boards, conflict of interest rules, the informed consent
process, compensation for research-related injuries, levels of ethics review,
and the need for quality improvement. Foreshadowing a perspective that the
Commission heard repeatedly in this investigation, and voiced previously in
the context of synthetic biology, IOM Chair Daniel Federman wrote, “[w]e
do not, however, urge a permanent accretion of new regulations and bureau-
cracy.”*? Rather, Federman urged periodic reexamination of the problems and
challenges facing the oversight system to better appreciate its appropriateness

in “minimiz[ing] harm while enabling the benefits of progress to emerge.”

Also during the last decade, the Secretary’s Advisory Committee on Human
Research Protections (SACHRP), which advises the Secretary of HHS, has
provided extensive guidance to the government on human subjects research
protections and practices, including but not limited to recommendations
regarding current rules for research involving children, prisoners, and other
vulnerable populations; informed consent practices; community engagement;
regulatory burden; and the need for harmonization of human subjects regula-
tions.* Collectively, all of this work assisted the Commission.

In Chapter 2, the Commission provides its response to the question of
whether current protections are adequate to protect subjects from harm or
unethical treatment. Chapter 3 includes further findings and recommenda-
tions. Additional background material appears in the appendices.
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CHAPTER 2
Assessing the Current System
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President Obama charged the Commission to determine whether “current
rules for research participants protect people from harm or unethical
treatment, domestically as well as internationally” and to undertake “a thor-
ough review of human subjects protection to determine if federal regulations
and international standards adequately guard the health and well-being of
participants in scientific studies supported by the federal government.” In
making this request the President sought assurance that the rules governing
federal research today adequately guard against the abuses perpetrated by the
U.S. Public Health Service in Guatemala in the 1940s. The President also
asked for assurance that current rules protect people from harm or unethical
treatment, no matter where in the world U.S.-supported research occurs.

In its previous report, “Ethically Impossible” STD Research in Guatemala from
1946 to 1948, the Commission detailed how researchers in the 1940s failed to
protect subjects from harm and unethical treatment in research supported by
the Public Health Service and the government of Guatemala.* In that case,
investigators enrolled people in studies that involved intentional exposure to
STDs without informing them of risks or seeking their consent. The study
design, and the investigators’ actions in executing it, relied on flawed meth-
odology and failed to minimize risks or maximize benefits for the majority
of subjects and the community. Investigators intentionally hid information
from the subjects, the public, and others who might have questioned their
methods or aims.

In 1946, when the research in Guatemala began, no federal laws, regula-
tions, guidelines, or explicit international standards protected human subjects
from these abuses. However, professional standards for physicians that had
been promulgated by the American Medical Association, and the researchers’
own conduct in a previous U.S.-based STD trial that they had conducted in
1943 and 1944, demonstrated their awareness that participants should not be
exposed to undue risk and should be informed volunteers. Given these facts,
the Commission concluded that many of the investigators and others in the
chain of command supporting the research failed to protect subjects from
harm and unethical treatment and did not abide by ethical constraints that
they knew applied to their work.
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Since the 1940s, however, major changes in the oversight and practice
of research with human subjects have created a vastly different world for
researchers and subjects alike. Federal laws, regulations, and guidelines;
numerous transnational standards; and many similar laws and guidelines in
other countries, enumerate and impose specific provisions to protect human
subjects. Today’s federal rules reflect the now widely and long-recognized view
that researchers must demonstrate respect for all human research subjects,
including minimizing the risks and maximizing the benefits of research before
it begins and respecting each person’s right to give his or her informed consent
or its moral equivalent. These norms also are reflected in the terms of interna-
tional human rights treaties, such as the International Covenant on Civil and
Political Rights, to which the United States is a signatory.” Americans, like
many people and nations, hold these norms to be fundamental moral duties
owed to every person, each of whom is entitled to respect by virtue of their
unique status as moral agents.

Federal statutes and regulations require informed consent from volun-
teers, independent ethical review, equitable subject selection, confirmation
of scientific validity, and minimization of risks to subjects, among other
essential limits.*®* The Common Rule extends these requirements to most
federally funded scientific studies regardless of where they occur. In addi-
tion, FDA regulations for protecting human subjects apply to all clinical
research on drugs, including biologics, and devices, regardless of the source
of funding (i.e. public or private sources).’® (See Figure 2.1.) The history of

SCIENTIFIC STUDIES WITH HUMANS:
FEDERAL PROTECTION OF HUMAN SUBJECTS IN RESEARCH

Not federally FDA Common Rule Federally funded
funded and Applies to privately Applies to research and not subject
not subject to and federally supported to FDA rules or
FDA rules funded research by 18 federal the Common Rule
involving drugs, departments and
biologics, and agencies.
devices.

Figure 2.1: Federal Protection of Human Subjects in Research
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these rules, which have evolved over several decades, is well documented.
Together, they extend to most, although not all, research conducted in the
United States and nearly all research funded with public monies outside of
the country.”

Regulatory standards are not the sole or suflicient means to ensure that human
subjects are protected from harm or unethical treatment. There are long and
distinguished philosophical traditions, traceable in Western traditions, for
example, to Aristotle’s moral psychology and to a Kantian ethics of acting
out of moral duty, that emphasize the need to cultivate individual moral char-
acter.’? For research, this focus on virtuous character translates into a focus on
the internal ethical motivation of individual investigators, not only the rules
and regulations that externally motivate investigators toward compliance.

Although there are disagreements about how much reliance should be placed
on the virtuous researcher, and although there are notorious instances in
which virtue alone has not sufficed as a bulwark of research protections, it is
undeniable that any compliance regimen is more effective and efficient when
researchers have internalized a strong sense of personal responsibility as part
of their professional calling. A strong sense of personal responsibility that
supports research ethics may emerge from the individual’s own moral sensi-
bility, but it also can and should be cultivated through an education that
effectively emphasizes the importance of ethics and a keen sense of social
responsibility in professional life.

Professional standards for research today, as the Commission details in
Chapter 3, are available but limited. Existing guidelines are found in the
codes of conduct of numerous professional societies, universities, and
pharmaceutical companies.”® Embedded in these codes are the principles of
respect for persons, beneficence, and justice, as demonstrated by the inclusion
of safeguards such as standards for risk balancing, disclosure of investigator
funding source, and independent review of payments to human subjects and
investigators. Provisions calling for registration of clinical trials and publica-
tion of study results provide for greater transparency. Review requirements
also seek to ensure scientific rigor and subject safety in trial design.’® The
Pharmaceutical Researchers and Manufacturers Association (PhRMA) and

many of its afliliates promote general professional standards of conduct.”

32



ASSESSING THE CURRENT SYSTEM II

AstraZeneca is one organization that explicitly characterizes the conduct of
research ethics as a professional standard.’® Various federal agencies provide
protections in addition to those in the Common Rule or FDA rules. These
include conflict of interest regulations to guide investigators in disclosure
practices and privacy rules that ensure researchers comply with confidenti-
ality requirements of the Health Insurance Portability and Accountability Act
(HIPAA) Privacy Rule.”

With well-recognized rules (including regulations and professional standards)
for consent, prospective review, scientific validity, and minimization of risks
now in place, there is a starting point to answer the question of whether
research subjects are adequately protected from harm and unethical treat-
ment. However, having adequate rules in place does not, in and of itself,
ensure that those rules are well implemented or, that they therefore provide
adequate protection for human subjects. A far more extensive analysis than
is possible now would assess whether these rules are sufficiently understood
and implemented given the scope and volume of human subjects research
supported or conducted by the federal government today.

The Scope and Volume of Federal Human Subjects Research

Faced with the need to assess all scientific studies with humans supported
by the government, the Commission found that the scope and volume of
federally supported scientific studies involving human subjects is broad and
not easily identified. Available information about U.S.-funded research is
sporadic, with no single listing of human subjects research available inside
or outside of the government. Public information on research in medicine
and health is generally more accessible than information on research in other
sectors, such as education, justice, or engineering. But, overall, systemic infor-
mation is very limited.

Given these limitations, the Commission sought to collect basic, project-
level data about human subjects research, including study title, number and
location of sites, number of subjects, and funding information directly from
each Common Rule department and agency.”® These data were compiled into
its Research Project Database, and analyzed as part of its Human Subjects
Research Landscape Project (see further discussion in Chapter 3 and Appen-
dices I and II).
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The Commission’s data collection efforts show that federally supported
human subjects research is occurring around the globe and with an enormous
investment by the federal government.”” Over 55,000 human subjects research
projects (awards and individual studies) were supported in Fiscal Year 2010,
mostly in medical and health-related research, but also in other fields such as
education and engineering. The Commission’s direct request for information
from Common Rule departments and agencies revealed that some lack the
means to readily identify what human subjects research they support. For
example, some lack a straightforward way, such as the ability to sort relevant
records in internal systems, to identify human subjects research projects.
Short of reaching down into the operating components of departments and
agencies and to individual program officers, which several agencies did to
support the Commission’s efforts, many agencies have no means to identify
even basic information about agency-supported human subjects research.®
With over six months to gather and submit project data, some departments
and agencies were unable to respond fully to the Commission’s request.

These systemic problems notwithstanding, the Commission found that
the federal government supported approximately 55,386 human subjects
research projects in Fiscal Year 2010. HHS supported almost half of all proj-
ects, approximately 26,651, with NIH supporting the largest percentage of
HHS research by far, approximately 23,891 projects, or 89.6 percent of HHS
studies and 43 percent of all federal studies. (See Figures 2.2, 2.3, and Tables
2.1 and 1.4.) Data from earlier years, though less complete, show that the
total number of human subjects projects is rising but the distribution among
departments and agencies is fairly steady. HHS is the largest supporter of
research with human subjects and, within it, NIH is the primary funder. (See
Tables 2.1, 1.4, 1.9, and 1.10.)
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Human Subjects Projects by Department/Agency, FY10t
DOD NSF ED
1,969
VA

15,415 Other
DOE 363
USDA 272
DOJ 216
~— | NASA 136
USAID 62
DOT 56
EPA 46
DOC 23
HUD 18
26,651 SSA 13
DHS 10
CPSC 1

I “Projects” include awards and individual studies. The CIA did not submit project-level data to the Commission’s database because
these data are confidential (although not classified). Departments/agencies that appear italicized reported that they were unable to
provide complete data. See Appendix Il for additional details.

Figure 2.2

Human Subjects Projects by HHS Unit, FY10t

IHS
251

NIH
23,891

FDA
200

Other

HRSA 35
0AH 31
OPA 16
ASPR 12

T “Projects” include awards and individual studies. See Appendix Il for additional details.

Figure 2.3
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Table 2.1 Human Subjects Projects Over Timet

DEPARTMENT/ | FY06 FYO07 FY08 FY09 FY10
AGENCY

VA

NSF
ED
DOE
USDA
DOJ
NASA
USAID
DOT
EPA
DOC
DHS*
SSA
HUD
CPSC
CIAS

Total

25,275
16,763
6,518
1,820
222
407
118
120
83

159
26

36

21

N/R
15

7

1

N/R
51,591

25,700
16,731
6,557
2,271
1,145
368
122
118
104
157
26

41

26

22

N/R
53,418

25,168 26,512 26,651
16,706 16,383 15,415
6,886 6,279 7,084
2,627 2,988 3,051
1,199 1,296 1,969
371 348 363
220 201 272
86 140 216
121 133 136
106 64 62

35 47 56

43 21 46

34 27 23

30 24 10

17 14 13

7 18 18

2 1 1

N/R N/R N/R
53,658 54,496 55,386

25,861
16,400
6,665
2,551
1,166
371
187
136
115
110
38

37

26

22

N/R

1 “Projects” include awards and individual studies. “N/R” means that the data were not reported to the Commission.
Departments/agencies that appear italicized reported that they were unable to provide complete data. See Appendix
Il for additional details.

+ DHS reported that there “are no earlier data” than FY07.

§  The CIA did not submit project-level data to the Commission’s database because these data are confidential
(although not classified).

It is no surprise that HHS, and NIH within it, supports the largest volume of

human subjects research. Research with humans is critical to advancing many
fields and chief among these is medicine and health. NIH has led develop-
ment of human subjects protection standards for more than 50 years since the

opening of its Clinical Center in 1953.¢
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I1

Less well known is information
about the volume of research
supported outside of HHS. The top
five supporters of research with
human subjects in Fiscal Year 2010,
based on projects reported, were
HHS, followed by the Department
of Veterans Affairs (15,415), Depart-
ment of Defense (7,084), National
Science Foundation (3,051), and
Department of Education (1,969).
(See Table 2.1.) Research funded in
these departments and agencies
includes some medical/health-
related research, but also largely
includes research in other fields, like
education and engineering.

Substantial human subjects
research programs are also in
place at the Department of Justice,
the Department of Agriculture,

SOCIAL, BEHAVIORAL, AND ECONOMIC
SCIENCE RESEARCH METHODS
Laboratory Experiments — measure effects
of social or physical manipulation in a
controlled setting

Field Experiments — measure effects of
social or physical manipulation in a real
world setting

Observations of Natural Behavior —
document descriptions of real world
behavior

Interviews — 1) Unstructured: gather open
ended, qualitative data; 2) Semistructured:
gather qualitative data on a specific topic;
3) Structured: gather quantitative data on
a specific topic

Secondary Data Analyses — analyze
existing data for another research purpose

Source: Coleman, C. et al. (2005) The Ethics and
Regulation of Research with Human Subjects. Newark,
NJ: LexisNexis.

and the Department of Energy. Here again, some of the research includes
health-related activities, for example, measuring health effects of new tech-
nologies, but much relates to program and policy evaluation.®* (See Table 2.2.)
Although it is difficult to precisely quantify the proportion of health-related
research, by relying on the mission of the departments and agencies—an
imperfect but preliminary measure—approximately 42,066 projects were
medical or health-related, and 13,320 projects were in other fields, including
education and engineering.
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Table 2.2 Examples of Non-Clinical Human Subjects Research

Department of Housing Observational Studies llluminate Environmental Effects on Health
and Urban Development
(HUD) A HUD-supported observational study examined whether a neighborhood’s

environment influences the health of its inhabitants. Researchers randomly assigned
some participants living in public housing to receive vouchers to move to lower
poverty areas, and found that moving to an area with lower poverty has a modest, but
potentially significant, impact on the incidence of obesity and diabetes in residents.

Department of Energy International Research Improves Radiation Protection Standards

DOE

008 Through the Radiation Effects Research Foundation (RERF), which is co-sponsored by
the U.S. and Japanese governments, the DOE studies the long-term health impacts
resulting from radiation exposure from the atomic bombs detonated in Hiroshima
and Nagasaki in 1945. The RERF research, which has yielded improved radiation
protection standards that are now employed worldwide.

Department of Justice New Technologies Improve Safety By Preventing Injury

(DOJ)
DOJ supported a study to monitor the use of conducted energy devices or CEDs (e.g.,
Taser stun guns). Comparing safety outcomes of law enforcement agencies that
deployed CEDs to those of agencies that did not, researchers found that the former
had improved safety outcomes compared to the latter.

Sources: Ludwig, J., et al., (2011). Neighborhoods, obesity, and diabetes — A randomized social experiment. The

New England Journal of Medicine 365(16),1509-1519; Radiation Effects Research Foundation: A Cooperative Japan-

US Research Organization. (2007). [Foundation website]. Retrieved from http://www.rerf.or.jp/index_e.html; Police
Executive Research Forum. (September 2009). Comparing safety outcomes in police use-of-force cases for law
enforcement agencies that have deployed Conducted Energy Devices and a matched comparison group that have not: A
quasi-experimental evaluation. Report submitted to the National Institute of Justice. Washington, D.C.: Police Executive
Research Forum. Retrieved from http://www.policeforum.org/library/use-of-force/CED%200utcomes.pdf.

The Commission found, for some departments and agencies, that it was
difficult to obtain comprehensive, country-specific data on where research
is occurring. Some agencies limit support to domestic research and some
lack authority to operate internationally. For example, the Department of
Transportation and HHS’s Indian Health Service, with 56 and 251 projects
respectively reported for Fiscal Year 2010, limited their support to studies
in the United States. (See Tables 1.7 and 1.8.) For these funders, all research
occurred in the United States. By contrast, some departments and agencies
did not identify specific countries in which research occurs. For example,
readily available records were sometimes limited to saying whether work is
“foreign” or “domestic,” and some departments or agencies did not report
where work is occurring with certainty. (See Figure 2.4. and Tables 1.7 and
1.8.) However, for those that did report country-specific information, the
Commission found that U.S.-government research was occurring in at least
117 countries around the globe in Fiscal Year 2010 and on each inhabited
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continent. About 4.6 percent of the 55,386 Fiscal Year 2010 government-
supported projects included at least one international component (site or data
collection); 65.1 percent were entirely domestic; and 30.3 percent did not
report a site country. (See Table 1.7.) In HHS, approximately 7.7 percent of
the 26,651 Fiscal Year 2010 projects included at least one international
component (site or data collection); 88.3 percent were entirely domestic. (See

Table 1.8.)

Human Subjects Projects by Location, FY10*

Unknown*
16,785

Domestic
36,046

Domestic and Foreign
1,624

Foreign
931

T “Projects” include awards and individual studies. The CIA did not submit project-level data to the Commission’s database because
these data are confidential (although not classified), but did indicate to the Commission that all of its human subjects research
takes place in the United States. See Appendix Il for additional details.

* Over 90 percent of “unknown” studies were reported by the VA, which explained that norma